Sir,

Melkersson--Rosenthal syndrome (MRS) is a very rare clinical entity. Its classical form is being characterized by following triad: Facial nerve palsy, swelling of lips, and fissured tongue.\[[@ref1]\] However, the monosymptomatic form is more common and typical manifestation is facial edema and/or enlargement of lips.\[[@ref2]\]

A 34-year-old male presented with a history of acute onset weakness of right side of face with deviation of nasolabial fold to left with inability to close right eye and lost wrinkling on forehead for 3 days. He also complained of heaviness in right ear with decreased hearing in right ear for 2 days. He did not have any fever, otorrhea, vesicles on the ear, trauma, otalgia, vertigo, tinnitus or exposure to cold wind. He had a history of three episodes of similar weakness in the right side of his face before 9 years, 7 years and 3 years, which all had improved with treatment with steroids. He gave a history of being told to have Bell\'s palsy by three different physicians he had consulted each time. Each time he had improved after receiving short course of oral steroids. He did not have any other systemic disease and did not have decrease in hearing in the earlier episodes of similar complaints. None of his family members had similar complaints ever. He did not have any history to suggest any respiratory disease, gastrointestinal complaints, skin rash or nodule, and did not have any history of consumption of drugs known to cause angioedema like angiotensin-converting enzyme inhibitors, or any other medicines.

On examination, he had lower motor neuron type right facial paralysis associated with sensory-neural hearing loss in right ear with normal vision, smell, taste and normal sensations in the face. He was found to have facial and labial swelling in the right half his face and he had geographic tongue \[[Figure 1](#F1){ref-type="fig"}\]. He had evidence of sensorineural deafness on the right side. On enquiring the patient about the facial edema and deafness, he reported that he had facial edema for one week and decreased hearing for 2 days. In addition to the facial, labial and tongue swelling, he also had gingival swelling and swelling of floor of mouth. He did not have any cobblestoning, staghorning, tissue tags or ulcers or cheilitis. He had a total site score of 6 and activity score of 5 based on King\'s College London orofacial granulomatosis (OFG) severity scoring. The rest of the neurologic examination, fundoscopy and external and middle ear examination were normal. His hemogram, erythrocyte sedimentation rate, renal, liver functions were normal. His antinuclear antibody (ANA) profile, serum anti-neutrophillic cytoplasmic antibody (ANCA), serum human immunodeficiency virus (HIV) and treponema pallidum hemagglutition (TPHA) did not reveal any abnormality. He did not have any clinical features to suggest sarcoidosis and his chest X-ray and serum angiotensin-converting enzyme level were normal. He did not have fever, parotitis or uveitis to suggest Heerfordt\'s syndrome. He did not have any gastrointestinal disturbances and his stool examination and per rectum examination were normal ruling out Crohn\'s disease. His cerebrospinal fluid examination was acellular with normal protein and sugar with normal cytology. His magnetic resonance imaging (MRI) brain revealed post contrast enhancement of the right facial nerve along the terminal part of its intracanalicular segment, labyrinthine segment and proximal part of mastoid segment on post-contrast volumetric interpolated brain examination (VIBE) T1 image sequences, see [Figure 2](#F2){ref-type="fig"}.

![(a) Labial edema, (b and c) right lower motor neuron seventh nerve palsy with labial edema and periorbital edema on right side. (d) labial and tongue edema](JNRP-5-112-g001){#F1}

![Post-contrast enhancement of the right facial nerve along the terminal part of its intracanalicular segment, labyrinthine segment and proximal part of mastoid segment on post-contrast volumetric interpolated brain examination (VIBE) T1 image sequences](JNRP-5-112-g002){#F2}

He did not have any history suggesting use of any medicines repeatedly during each of these episodes and none of these episodes were associated with any of rash, itching, fever, diarrhea, vomiting or breathlessness. In all of the episodes, facial palsy was the most predominant symptom rather than orolabiofacial edema making the diagnosis of MRS more likely than idiopathic recurrent angiodema. Since in the past he had improved with empiric oral steroid only, he did not agree for labial deep biopsy to confirm the diagnosis microscopically. The patient was not affording testing for acquired C1 inhibitor deficiency, Herpes simplex and varicella zoster serology. He did not receive acyclovir in the previous episodes and did not have any history of facial vesicles in the past making herpes simplex or zoster unlikely. He was treated with prednisolone in a dose of 1 mg/kg for 2 weeks which was gradually tapered off over 3 weeks. Over the next 3 weeks he had complete improvement in his facial weakness, sensorineural deafness as well as facial edema.

MRS is a rare neurological entity of unknown etiology. Classical triad includes recurrent facial palsy, swelling of lips, and deep furrowed tongue (lingua plicata), sometimes known as scrotal tongue, but these classical findings are seen rarely.\[[@ref3]\] This entity is seen equally in both gender and has worldwide distribution. Due to inconsistency of signs and symptoms appearance and duration of symptoms, majority of patients go undiagnosed for long period of time, as long as for 30 years, and may eventually become permanent.\[[@ref4]\] Recurrent swelling of eyes and upper lip usually involves the same side. The facial palsy is of lower motor neuron type and can be mistaken clinically as Bell\'s palsy, can be unilateral or bilateral and of varying severity. Involvement of other cranial nerves also has been noted such as olfactory, auditory, glossopharyngeal and hypoglossal nerves.\[[@ref5]\] Numbness can involve other body parts also. Our patient had evidence of sensory-neural deafness in association with facial palsy which recovered on treatment with steroids.

This syndrome was mistakenly believed to be manifested only in the whites.\[[@ref6]\] This is because most cases reported in the literature were from countries with predominantly white populations. Isolated cases have been reported in South Africa,\[[@ref7]\] middle east,\[[@ref8]\] India,\[[@ref9]\] Japan.\[[@ref10]\] Thus, it appears MRS has no racial predilection. It commonly occurs in second to fourth decade but few cases in pediatric age group as well as preadolescents have been reported.

Etiology and pathogenesis of MRS have not been fully determined. Several factors such as infections, autoimmunity, neurotropic factors, atopy, and hypersensitivity to food additives have been implicated in pathogenesis, but none have been clinically proven.\[[@ref3][@ref11]\] Although not frequently proven, there is growing evidence that benzoate and cinnamon free diet helps in patients with MRS. Infections particularity oral herpes, oral candidiasis, mycobacterium leprae and lymphogranuloma venereum have been attributed to its genesis. DNA sequence study of MAP1S900 (Mycobacterium avium subspecies paratuberculosis (MAP)) has been found in few studies.\[[@ref12][@ref13]\] Other etiologies under consideration are hypersensitivity, autoimmune factors and neurotrophic factors which lead to, vasomotor disturbances causing swelling and 7^th^ nerve compression leading to paralysis. Deficiency of complement C1-INH may be the etiological factor contributing to orofacial swelling.\[[@ref14]\] The histopathological examination of the swollen lip or facial tissues reveal edema, non-caseating epitheloid cell granulomas, multinucleated Langhans-type giant cells, perivascular mononuclear inflammatory infiltration, and fibrosis.\[[@ref15]\] Studies using lymphoscintigraphy have documented impaired lymphatic drainage from the swollen area in patients with MRS and the corresponding follow-up lymphoscintigraphy have demonstrated a restoration of lymphatic flow after clinical improvement suggesting that lymphatic pathology plays an important role in pathophysiology of chronic facial swelling in patients with MRS.\[[@ref16]\]

Differential diagnosis of MRS includes thyroid orbitopathy, allergy, atopy, angioedema, bacterial, viral or filarial infections, systemic lupus erythematosus, dermatomyositis, bell\'s palsy, leprosy and rosacea. This syndrome of oral lesions with noncaseating granulomas has also been associated with many connective tissue or inflammatory diseases like Crohn\'s disease, sarcoidosis, saprodontia nd food and drug allergy.\[[@ref17][@ref18][@ref19]\]

The treatment of MRS remains a challenge because of the unclear etiopathogenesis. Various therapeutic methods have been described.\[[@ref20]\] Corticosteroids are widely used; some authors recommend systemic corticosteroids while others did not observe success with systemic methylprednisolone therapy.\[[@ref21]\] Some authors even recommend topical, intralesional or subcutaneous corticosteroids. Intralesional triamclinolone has been reported to be efficient and safe in orofacial granulomatosis however its effect is unknown in patients with involvement of facial nerve palsy.\[[@ref22]\] Combination of steroids and minocycline, clofazamine, NSAIDs and thalidomide have also been suggested but the true benefits of these are not known. Surgical treatments suggested include reduction cheiloplasty, Z-plasty, wedge resections as well as decompression of the facial nerve in its entire intratemporal course.\[[@ref21][@ref23]\]
